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DESCRPTION

Trarmadal hydmechlgride tzlilets is a centraily acimg analgesic. The chemizal name
for remadal hydrachlorida is |£)ais-2-{(dimetrytaming) methyl]-1-{3-malhaxyphenyl)
cyclahexancl hydrochlaride. Its structurl formuld ist

«HCl
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CH;
‘ CHy—N
Ha
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Tramadol hydrachicride is a white, bitter, crystalling and pdorlass powder. 111§ readily
soluble in walar and ethanol and has 2 pKa of 8.41. The n-oclanal/water log
parbtion egefficiant (logP) is 1.35 at pH 7. Tramadal hydrachloride Lablets contain
50 myg al tramadal Miydrachiaride and are white in color. In addition, each tablet
comtans the 1uliowinq inanﬁve ingradients: calloidal sificen diaxide, hydroxyprapyl

um staarate, microcryslatline
cs\luluse pu\yvl.hvlenu egr:DI pregslanmzed smrch sodium starch glycolata and
titanium dipxida.

CLINICAL PHARMACOLOGY

Pharmacadynamics

Tramadol is a cantrally acling synthetic opicid analgesic  Although ils mode of
action is nal completely understood, from animai tests, at keas| two complementary
mechanisms appear applicabie: binding of parenl armd M melabalila (o p-apicid
racepiars and waak Inhidition of reuplake of norapinephrine and seratonin.

Qpiaid activity is due to both low affinity binding ol the parent compound and higher
alfinity binding of the O-demethylaled metabolits M1 to p-opicid agapters. In animal
models, M1 is up to 6 imas mara potenl than trmadaf in producing analgasis and
200 timas mere patent in p-opiold binding, Tramadol-induced analgesia is onty
partially antagonized by the opiate antzgonist raloxans in saveral animal tess. The
nelalive conlribubion of balh tremadal and M1 o human analgesia is depandant
upan tha plasma boncantrations of sach campound (sea CLINICAL PHARMACQLOEY,
Poamacokinatics).

Tramadni has bean shawn ta inhibil reuptaka of norepinaphring and servwanin iz
vitro, as have sema other opiald analgasics. These machanisms may cantribute

Q?depandently ta the overall analgesic profila of (amadol. Analgasia I Aumans

eqins approximately wigin ane hour atiar dministration and reaches a paak in
approximataly two to thrae hoLrs,

Agart from analgesia, Iramadol adminislralion may produce a constélfation of
symploms (including dizziness, samnalence, nausaa, conslipalion, swaating and
pruritug) similar ta that gFather apicids. In contrast le morphine, tramadel has ot
bean shown to cause hislamine relaasa. At lherapeutic doses, tramadal has ro
gfact on hearl rate, lefl-ventricular funciipn or camiac indext. Crthastalic hypatensian
has hiean obserugd,

Phamacokinetics

The analges ¢ activity of tramadol is due (o both parent drug and the M1 melabolne
(see CLINICAL PHARMACOLOGY, P Tremadal fs

25 a racemate and balh the (-] and [+] forms of both tramadal and M1 20 delmed
in the circulation. Tramadal is wall alisoried ovally with an absolute hioavailability
of 75%. Tramadol has a volume of distribution of approximately 2.7 Likg and1s
only 20% bound to plasma proteing. Tramadol is extensivety metaholized by a
numher of pathways, including CYP206 and CYP3A4, as well as by canjugalian gl
parent anid inetaolitas. One r M1, is pharmacalogi active in anima!
models. The lormation of M1 is dapendent Lpon GYP2DE and as such is Subject
{0 inhibitian, which may atfect tha thempautic responsa (se8 PRECAUTIONS, Drug
Intaraclions). Tramadol and its metaholites are excralad primarily in the uring with
observad plasma hal-lives of 6.3 and 7.4 hours for (mmadol and M1, raspectivaty.
Linsar pharmacakinetics have been observed folawing multipla doses of 50 and
100 mp to sleady-slale.

Absorpfion;

Racemic tramadol is rapidly and aimast complately absarbed afler oral adminislralon.
The mean absolute bivavailability of a 100 mg aral dosa is appraximalsly 75%. The
mean peak plasma cancentration of racemic tramadgd and M1 ocours 2t two and
three hours, raspectwely, allar administration in healthy aduils. ln ganeral, both
enantomers of tramadal and M1 follow 4 paralle tima coursa in Ihe body following
single and mulliple Joses although smalk differances {~1D%) exist in the absalulg
amount of each enantiomar present.

Sleady-state plasma cancantratigns of both tremadol and M1 are achieved within
two days wilh q.i.d. dosing. Thera is no evidenca of self-induction (s8a Agure 1
and Table 1 telow),

Figure 1: Mean Tramadol and M1 Plasma Cancenlration Profilas after a Singla

190 mp Oral Dose and after Twenly-Nine 100 mg Orzl Dosss
of Tramada! HCI givan q.i.d.
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Table 1
Mgan (%CV) Pharmacokinalic Pammulur: far
Racemic Tramadol aad M1

Papulation/ Paren| Drug/ | Poak Conc | Timate | CharaceF* | thrs)
Dosage Regimen® | Metabolita ing/mLy |Pazk {hrs) | iImLminkg) | 12
Healthy Adults, Tramada! 592430} { 2a{s1) 590 (25} | &7 (15)
100 mg qid,
MO pa. L) 110 (28} [ 2448 ¢ 7.0
Healthy Aduls, Tramadal doa (25) | 1.6{83) 8.50 (31} | 5620}
160 mg
50 pa, Ml 55.0 (38) | 3.0{51} 3 6.7 (1E)
Geriatric, Teamadal 208 (31 | 24¢19) | esssy | 7opEm
(75 yrs)
S0mg 50 po. M1 [ d & 4
Hepalic Jmpairad. Teamadai 217 (1) | 1.3 {18} 423 (%6) [133{17)
50mg
50 p.o. Mt 184 (12) | 9.4{20) [ 14.5{14)
Renal [mpaired, Tramadal 3 [ 4.23 |54) 0.6 (31
tl,, 10-10 mL/min
100 mg 50 v Mi 3 € 3 11.5(4Q)
Renal Impaired, Tramadal e c 333117 (1104029
CL, < mLimin
100 mg S0 Lv. M1 c [ [ 169(18)

a 5D = Single dose, MO = Multiple dose, p.0. = Orai administratian,
i.v. = Intravenaus administration, Four times daily

b Frepresenls the aral bicavailability of tramadal

¢ HNolapplicable

d  Not maasurad

Food Effcts: Oral administration of tramadal wilh food doss not significanty
affect its rate orextant of absorption, tharefers, tramadl can ba administered with,
aut mgard to food.

Gistributia:

The volume of gistrisulian of lramadol was 2.6 and 2.9 litsrs/kg in male and femal
subjects, respactively, follawing a 100 m Intravenous dose. Tha binding of tramadol
ta hyman plagma pralains it approximately 20% and binding also appsars to by
indegendant of carcentration up ln 1D meg/ml. Saluratian of plasma protain binging!
aceurs only al concantralions oulside tha clinically relevant range.

codeine prosphale 30 mg daily, ar twa lo 1bred doses of acalaminaphan 500 m
with pxyendone Rydrochlorida 5 my daily.

Tiration Trials

Ina randomized, blinded clinical study with 129 (o 132 patients per group, a 1D-ds
tilrabion to a daily tramadol dose of 200 mg (50 mg q.i.}, attained in 50 m
increments every 3 days, was (ound to resull in fewer discontinuations due 1
tizzingss Or vartigo than Gitration qvar anly 4 days or no titratign,
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INDIGATIONS AND USAGE
Tramadal is indicated for the of o modsralely seva
pain in aduits.
ONTRAINDICATIONS

}-amadol should nol ba administared te patienls wha have previous
gmonstratad Myparsensitivity 10 ramadol, any other component of this prody
F O] 5. Tramadol is coalraindicated in any situation whare ppioids a
nirzindicated, including acule intoxication with any of the foliowing: alcohl
Wpnotics, narcotics, cantrally acting analgesics, apioids or psychatropic drug
ramadol may worsen central nervous system and respiratory degression
these patients.

! WARNINGS
Malshoiism: ) - . Selzur Alsk
Tramadol is axlansively metabolized aftar aral administration, ly 30% &gl hava basn d in patleate i wilhia I

af Lhe dosa is excrated in the uring as unchangsd drug, whereas 60% of the dose
is axcretdd as malaboliles. The ramaindar is excreled sithar as unidantitied or as
unmmmme malabaliles. Tha major metaholic pathways appear 1o he A and

ation and glugurani or suifation in Ine liver. One metabolite
{O-dgsmmylirdmadol, denutad M1} is pharmacolegically active in animal modals.
Farmalian of M1 is dependeni on GYP206 and as such is subject ko inhibition,

recammended desage angs. Spantaneais pasi»mmnllnq reparts Indlca
thal seiure risk ta Increased whh doses of lramadal above the recommend:
ranga. Congamiland use Mhamldol incraasas Ihu mizure risk Ilwaﬂma Izldn
= Seloctlve (SSA

= Tricyclic lnlldnprnsams fl'l:n:) and u1llar Iricyclle llmpnumh (e.@.,
alc.), or

which may affect the tharapeulic rspansa {saa PRECAUTIONS, Orug

Approximataly 7% of the gopulation has raduced activity of lhe CYP’ZDG Ispanzyma
of cytachroma P-450. These individuals ars "poar b

« [thar pploids.
ol Iramadol may echangs the salzure rck [n patients taking

deximmetharphan, tricyclic anlidepressants, amang alhar druus Based on a
napulalion PK analysis of Phase | sludias in haaithy subjacls, of

. M“O lnhlhllnrs (lBll alsa WARNINGS - Use with MA{ [nhibitrs},

Iramadio| ware appraximalaly 20% higharin “paor malabolizars™ versus “axtensiva
metzbolizers™, while M1 congantrations ware 40% Imwer. Concomilant therapy
with inhibitars of CYP2DE such as 1luoxaling, paroxetin and quiniding could
resull in significant grug interactions. M vitro drug interaction stugies in human
liver micrasomes indicats thal inhibitors ol CYP2DE such as Moaxatine and its

. Dlllur drugs. lhll raduce the salzura thraahold.

Righ of convulglons may also increase n ﬂllﬂlﬂs wilh epilapsy, Ihasa witt
hlatory of saizures, or In patiants wiih a recagnlzad risk for seure (such
am irRuma, mataballc dlsnrﬂam nlcnhnl and drug wihdrawat, €}

mataboiite nartiuoxating, amitriplyline and quinidine inhinit tha of
Iramadal ta various dagraas, supgesting that eoncomitant administratian of hesa
compaunds cauld resyft in in Irmadol ions ang
concentratians of d1. Tha full pharmacological impacl of thesa altsrations m
lerres of gither etficacy ar salety is unknawn. Cancomilanl usa of SEROTONIN
re-uptake INHIBITORS and MAQ INHIBITGRS may enhance Ihe risk of adverse
evanls, including seizura (see WARMINGS) and seralonin syndrome.

Elimination:

Tramadol is efiminated primarily hrough meatolism by the liver and thy metabolites
are gliminaled primarily by the kidneys. The mean larminal plasma sFminalion
hall-livas of racemir tramadal and racemic MY dre 5.3+ 1.4 and 74 + 1.4 hours,
respectivaly. The piasma aliminztion hatt-iile of racemic tramadel increased from
appraximately six hours o saven hours ugon multiple dasing

Speciai Papulations
fanal:

Impairad sanal fnglon results in a décreased rate and extent ol excration of ramadal
and its active metabolite, M1. in palients with creatining clearances of less than
30 mLfmin, adjustment of the dosing regimen is racommanded (se2 DOSAGE AN
ADMINISTRATION). The total amount at ramatal and M1 rémoved during 2 4-het
dialysis period is fess than 7% al the adminisiared dose,

Hepatic:

Melabotism afl (ramadal and M1 15 reducad in panents with advanced cierhosis
the liver. rasulting in both a Jamger arma under the concentration time curve .
tramadel and langer tramadol and M1 & natl-ives (10 ke for framao
and 13 hrs, for M1). In cirthaetic patienls, adjusiment al tha dasing regimen is
racommended {see DOSAGE AND ADMINISTRATION).
Gerlatrig:

Healthy aldarty subjects agad 65 1o 75 years have plasma tramaal cor

[pnx) Inlr:maml rd i marlm:ml
fisk of selzura.

Anaphylacioid Reactians
Serigus and ramty fatal anaphylactoid reactions hava bean raparted in patier
raciving tharapy with tramadal. When thesa avenls do accur itis often followi
1he firg? dose, Othar mponad allargic. reactions include prurilus, hiv
brt taxic spi nacralysis and Stevens-Jahns
syndrome. Pauanls with a history of anaphylaclcid reactions to codaing a
other opioids may be at Mcreasad risk and tharefors should not receive trama
{sea CONTRAINHCATIONS).

Resplrtory Dapression

Administer tramadol cauliously in patiants a1 risk for resplralory depression,
hesa patients atermatve non-apicid analgesics should be considered. Wh
Large dases of iramadal are adminis2red with anesthelic medicalians or alcon
respiralony depression may resull. Respiramry daprassion should ba treated
an averdosd. IF nakaxone is lo be adminisierad, use cautiously bacausa it m
pracipitala Seizures (o0 WARNINGS, Seleure Risk and OVERDOSAGE).
Infaraclion with Cantral Narvaus System (CNS| Depressanls

ramacal should be used with caution and in raduced dosages when admin
ared lo patients receiving CNS depressants such as alcohol, apioids, anesthe
gants, rarcotics, phanothiazines, trnguilizers or sedaliva hypnotics. Traman
[ncreases the fisk of CNS and respiratary depression in hese palients.

eated Intrdcranial Pressura or Hoad! Trauma

ramadal should be used with caution in patisnis wilh incraased Intacrar
pressure ar head injury. The respiratary depressant effects of opiaids incl.
carbon diaxide retenlian and secundaw elevaticn of cerabraspinal luid pressu
and may be markedly exaggeraled in these patients. Additionally, pupili
l:hanues (I'DIDSIS) from tramadal may abscurg the axistance, axtant, &r caursa

and glimination hal-lives compzrabla to thase obsarvad n healthy subjects lass
than 65 years of age. n subjects over 73 years, maximum serum concentraions
arg glevated (208 vs. 162 ng/mL} and the eliminatian haf-itais pratanged {7 vs. 6
hours) compared to subfecls BS ta 75 vears of aqe. Adjusiment of the daily
dose s recommended 1or palignts older than 75 years (sea DOSAGE AMD
ADMIKISTRATION].

Gender:

The absclute bicavailability ol tramadal was 73% in maies and 79% in lamales.
Tha plasma clearance was 6.4 mi/minskg in males and 5.7 mUminvkg in famales
following 2 100 mg 1¥ dose of ramadol. Following a single aral dose, and aher
adjusting far body weight, females had a 12'% highar peak tramadal cancentration
and a 25% higher area under the toncenlation-Ima curve compared Io males.
Tha clinical significanca of this difference is unknown,

Clinical Sludies

Tramadol lydrochlorida tablels have bean given in singla oraf dases of 50, 75 and
100 mp to palients with pain foliowing surgical pracedures and pain foliawing
afal surgery (axtraclian of impacled molars).

Glinicians should also maintain a high index af suspici
for adversa drug reaction when evaluating alterac mental status In thesa paliel
if they are racaiving tramadal. (Sea Heeplralory Dopragsion.)

Usa In Ambukatory Patiants
Tramadgl may impais the mental and & physical abilities raquired far |
parformance of potentially hazardous tasks such as driving a car or operat
machinery. The palienl uging this drup should be cavtionad accondinply.
Usa with MAG inhibliars amd Ae-uptake

Use tramadol wilh greal caulion in patienis taking monpamine oxide
inhibitors, Animal sludies have shown incraased deaths with cambir
administation. Concomitanl use of tramadal with MAO inhibitors ar 58F
incraases tha risk of adverse evenls, including seizure and serotonin syndrar

Wilhdrawal

Withdrawal symptoms may occur # Lamadol is discantinued aGrupby. ¢

DRUG ABUSE AND IJEPENDENCE] Thase sympioms may incluge:  anxi

swaating, insprnia, rigors, pain, nausea, tremers, diarmea, vpper respinl
p fon, and rareiy 16. Clinical i SuPge

In single-dose modals ol pain [ollowing rai Surgery, pain seliel was d
in some patients al doses of 51 mp and 73 mg. A dase of 100 mg tramadol
hydrochiorida tablets tended o provids anaigesia suparior Lo codeine sutfate 60 mp,
bul il was nal as effscliva as the combination of aspirin 650 mg with cadaine
phosphata 60 my.

Tramadol has basan studiad in three loag-lamn conlrolled tnals involving a total of
820 patients, with 53] patanty receiving tramadol. Pabients with 2 variety of chronic
painful conditions were sludied in daubla-blind Lrials ol ane ta thras manths
duration, Averaga daily doses ol approximately 2560 mg of tramadel hydrachiaride
tablels in dwided doses werd genarally comparabla to five doses af acataminaphen
300 mg with codeine phosphate 30 mp daily, five doses of aspirin 125 mg wilh

that wi ymp may be rliaved by Gparing the madicatian.
Physlcal Dependence snd Abuse

Tramadol may induce psychic and physical depandenge of thy morphina-ty
{u-opioid) (ses DRIG ABUSE AND DEFENMOENCE]. Tremadal should rot
used in opioid-depandanl paliemts. Tramadol fas been shown lo reinitiate phys!
dapandencs in soma patiants thal have baan previously dapendant on all
opiords. Dependanca and abuse, inciuding drug-seeking bahavior and tak
illicit actions ta abtain the drug, ara not limitad to thase palients with p1
history of opioid dapendence.




Risk gl Dverdasage

Serigus potantial consequentes of overdagage with tramadal are ceniral nervaus
System depressian, MmspirRmry depmsslrm and death. In treating an gverdosa,
primary attention should be given ta maintining adequate venilaton aleng with
peneral supporlive Uredtmant (see OVERTOSAGE).

PRECAUTIONS
Acute Abdominal Canditions. .
The adminisiration ¢f tramadol may comphcate the clinical assessment ol
palents with acute abdeminal canditions.

|
Ysa in Renal and Hegatic Dissase |
Impaired ranal [unclion msults in a decreased rate and extenl al axcration of
tramadol and its active matatolits, M1. In patienls with creatinina clearancss of
less than 10 mU/min, dosing raduction is racommended {see DOSAGE ANMD
ADMINISTRATION). Metabolism of tramadel and M1 is reduced in patiants with
advanced cirrhosis of the liver. In cirfhatic patients, dosing reduction is
recommended {see DOSAGE AND ADMNISTRATION).

Wilh tha prolonged hall-life in these condilions, achievement of steady-state 1§
delayed. 5 thal it may taka several days far elevated plasma concentrlions to
develop.

Infermailon for Pallenls

* Tremadol hydrachloride iablals may |mpa|r mamtal ar physical abiiities
required for Ihe per ol p lasks such as driving a
car ar operaling machingry,

Tramade! hydrochioqide tablals should not be Laken with alcohol contaning
beverages.

Tramadel hydrachleride tabiets sheuld he used wilh caution when laking med-
icalians such as ranquifizers, hypnotics or alber apiate conlaining analgasics.
The patisnt should be nslructad ta fntorm tha physician if they are pregnant,
think they might hecome pregnant, or are trying to bapoma pragnant (sea
PRECAUTIONS, Labar and Oedivery).

The patient should undarstand Ihe single-dose and 24-hcur dosa limit and the
fime intarval between doses, since exceeding these racommendations can
result in respiratory depression, seizures and death.

Bnrg Interactions

1 vitro studies indicale Ihat Iramadal is uniikely ta inhibit the Y P3Ad-mediated)
metabalism af ather drugs when tramadol is adminislerad concomiantly at
therapeutic doses. Tramadol doas not appaar to induce s own melabolism in
humang, singe phserved maximal plasma concenlmtions after multiple cral
doses ara higher Ihan expected based on single-dosa data. Tramadel is a mild
inducer of selacled druq mglabalism pathways measured in animals.

ke With Ca
Patients taking carbamazepine may have 1 mgmﬁr;anﬂy reduced anaigesic effect
of tramadgl. Becausa mmamaaamne ncraases iramadoi metabolism and becavsa
of tha saizure risk iated wilh tramadal, itant administration of
1ramagal and carbamazapine is not recommended.

Usa With Quinidine

Tramadat is metatiolized lo M1 by CYP2ZDE. Quinidine is a sslaciive inhibitar of
that isoenzyme, so Ihat concomitant administralion of guiniding and tramadal
rgsults in increased cancantrations of tramadol and reduced concentrations ol
M1. Tha clinical consequances of thasa findinps are unknown. /it vifra drug
intsraction sludies in human liver microsomes indicale Ihat tramadal has na
sffact on quinidine metabolism. '

Lisa With Intibitars of £YPZ0E

i viteg drug inlérction sludies in human liver microsomes indicale that
cancomitaat administraion with inhibitars of CYP208 such as lluoxetine,
paraxaling, and amitriptyling could rasull in some inhibrion of the matabolism of
tramadal.

Use With Cimendine

Concamitant administralian af uamaam with cimetidine does not result in
dlinically signficant changes in ramadal pharmacokinetics. Therefars, na alteralian
al the tramadol dosaga regiman Is recammended.

Use With MAQG inhibitors
[nteracligns with MAQ Inhibitars, due lo fterfarence with detaxilication
mechantsms, hava baan reporied far some cenlrally acting drugs (sse WARNINGS,
Use With MAD inhibliers],

LUsa With Digoxin ard Warfarin

Post-markeling survaillance has revaaled rare reports ol dipowin loxicity and
altaration of warfarin effect, lncludmu elevalian af prothrombin times.

Cari i af Fartility

A slight, but stanshcairy significanl, incraase in twa cammon murine tumors,

putmonary and hepatic, was abserved in a mouse caminogenicity study. partiewlarly
inaged mica. Mica wers dased arally up ta 30 mg/g (30 mg/m? or .36 Limes
tha maxsmum daily human dosaga of 246 mg/m?) for approximalaly two years,

akthough the study was nol done wilh the Maximum Toleraled Dose. This
Iinding is not baliaved 1o supgest sk in humans. No such finding occurred in
2 rat carinoganicity study {dosing orally up to 30 mg/kp, 180 mg/im?, or 0.73
bmies Lhe maximum daily human dasage].

Tramadal was nal mulagenic in the following assays: Ames Safmonala microsomal
activalion Iest, CHO/HPRT mammalian cell assay, mouse hmphoma assay
{in Ihe absence of malabalic activatian), deminant lathal mutation lasts in mice,
chromasoma aberration test i Chinesa hamslers, and barie marrgw micrnycleus)
tests in mica and Chinese hamsters, Weakly mutagenic results accurrad in th

presence of metabolic actvation in the mouse lymphama assay and micranucieus
test in rals, Overall, the weight ol avidence fram these lests indicates thal
rramadol daes not pose 4 gencloxic risk ta humans.

N effects on fertility wace abssrvad for iramadol al oral dose levels up lo 50 mg/kg
{300 mg/mf) inmale rats and 75 ma/kg (450 mg/m?) in femalg ats, These dosages
2 1.2 and 1.8 Gimes tha maximum daity human dosage of 246 mg/T?, respectively.
Pregnancy, Teratogenic ERacls: Pregrancy Category

Tramadol has been shown by be embrygtaxic and feletoxic in mice (120 mg/kQ
or 360 mg/m?), rats (=25 moskg o 150 my/m?) and rabbits (=75 moskg or
500 mg/md) at matemally toxic dosages, but was not teratogenic at these dose
iovels. These dosapes on a mym? basis are 1.4, 2.6, and 3.6 imes The maximum
daily human dasaga (246 mg/m®) far mouse, rat and rabbit, mspectively.

Na drug-related teratogenic eMects ware cbserved in progeny of mice (up to
140 mg/kg or 420 mg/m2), rats (up to 80 mg/kyg or 480 my/md) ar rabhits
{up 1 200 mgikg or 3808 mgim?) treated with Iamadol by vanous roulss.
Embrya and feta! toxicily consisted primarily of decreasad felal weights, skaletal
assihcation and increased supemumsrary s al malamalty toxic dose levels.
Transient defays in o pmantal ar were also saen in
pups fom rat dams abowed 10 daliver -Embryo and fatal lathality ware reporied
anly in one rabbit study al 300 mg/kg (3600 mg/m?), a dose that would cause
exireme maternal taxicily in the rabbit. The dosages lisied %ar mouse, ratand
rabbitare 1.7, 1.9and 14.6 times the makimum daity human dosaga (246 mgimiy,
respeclivaty.

Nan-teratogenic Etecls

Tramacio| was 2valuated in peri- and posi-natal studies in rats. Progeny of dams
receiving aral {gavage) dose levals of 50 mvkg (300 mp/m? or 1.2 times the
maximumn daily human lramadal dosage ) or grealer had decreased weights. and
pup survival was decreased sarly in laclalion a1 30 mg/kg (480 mg/m? or 1.9 and
higher the maximum Zaily human dosa).

There are no adequate and we'l-contralied studies in pregnant warmen, Tramadgl
should be used dunng pregaancy anly if ihe potantial benefit juslifies the potential
risk ta the fetus. Meonalal seizures, neonatal withdrawal syndrome, fetal death
and still birth have been reported during past-marketing.

Lahor and Delivery
Tramadel should not be used in pragnant wamen prior to or during labor unisss
the potential benefils outweiph Lhe risks. Sate usa I pregnancy has not hean

tiahavior and taking ilicitactions lo ohlain the drug are not limited to \nose pacants
with priar histery of opicid dependanca. The risk in patienls wilh substance abuse
has been absarved 1a be higher. Tramadol is associaled with craving and toisrance
may occur B tramadal is giscontinued

establishad, Chronic use during prepnancy may 1sad ¥ physical dap
post-parium withdrawal symptams in the newbam (ses DAUB ABUSE M.h
DEPEMDENCE). Tramadol has besn shown 10 cross the placasta, The mean ratin
of serum tramadal in tha umbillcal vains comparad to matemal vlms was 0.83 lor
40 women Qiven tramadol during labar.

The effect ol tramadol, il any, on the fater grawth, daveiopment, and functional
maturation of the child is unknawn.

Hursing Molbers

Tramado! is not recommented 10r abstetrical preoperative medication o« far pest-
delivery analgesia In Aursing mathars bacause its safety in nfanls and naw-
kams has nol besn studied. Following a singla IV 108 mg dose af tramadol, the
cumulative excretion in breast milk within 16 hours pastdose was 100 mcg af
Iramadal (2.1% af 1he matemal dose) and 27 meg af M1,

Pediatric Use

The salety and etlicacy of tramadol in patients under 16 years of age have not
been eslatlishad. Tha wse of tramadol in the pediatric population is ot

abmpﬂy Thesa sympmrnsmaymludu anxiety, swealing, insarnia, rigars, pain,
rausea, framars, diatrhsa, Upper ESEIrAtory SYmptoms, piloerection, and mrely
hallucinations. Clinical expenence sugpests that withdmwal symploms may be
raligvad by minstitution of opicic therapy followsd by a gradual, tapered doss
reduction of tha medication combined with symplomalic suppen.

OVERDOSAGE

Sarious potential consequences of rd tetiargy,
coma, seizure, cardiac arrest and death. (Sea WMNINGS] Fa1almas have tisen
reporied in post marketing in j with both i

ovardose with tremadof. |n Ireating an gverdose, primary amannun slwuid be given
Lo maintining adequate ventilation along with general suppartive irgatmant. While
naloxona will reversa same, bul not 2k, symploms causad by ovardosage with
tramadpl, Iha risk of seizures is alsa increased with nakawene administration. 'n
animals ions foHowing the adminisiration o toxic doses of tramado! could
ba supp d with Barby ar but were increased with naloxone.

racammendad.

Gariatric Usa

In ganeral, dase salection lor an elderly paliant stould be cautious, usually
starting at the low end of the dosing range, reflacling the praater frequency of
decreased hepatic, ranal or cardiac function and of concomilanl dissase ar
ather drug therapy. in patients aver 75 yaars of age, daily doses in excess of
J00 mp ars nol recammendad (see CLINICAL PHARMACOLOGY and DOSAGE
AND AIMINISTRATION).

A total of 455 sldedy (65 years of age or older) subjects were gxposed lo tramadel in
controlled clinical Inals. Of those, 145 subjscts werg 75 years of aga and alder.

In studies including gariatric patiants, raatment-imiting acverse avants wera highar
In subjacts aver 75 years of ape comparsd lo those under 65 years ot age.
Specifically, 30% of 1hase aver 73 yaars ¢f age had gastrointaslinal traatmant-
hmmnu adverse avents compared to 17% al those undar 65 ysars of age.
fon rasutiad in d ion af lreatmant in 10% of thase ovar 75,

VERSE REACTIONS
madal was administered to 550 palients during tha daubie-blind ar apen-labal
nsian periods in .S, studies of chranic nanmalignant pain. Of thesa patiants,
5 wara G5 yaars aid or older. Table 2 reporis the cumulaliva incidenca rate of
[tvarse reachons by 7, 30 and 90 days for the mast frequent raactions (5% ar
are by 7 days). Tha maost frequently reporiad evenls wera in the contral narvous
system and gaslrointestinal syslem. Athough he reactions (isted in the tble are
fall to 4o probably relalec to tramadol administration, the reporiad ries alse

ipn did nol change the lethality af an ovardose in mice.
Hamodialysis is not expected t e halplut in an overdose bacauss it mmoves lass
than 7% of the administerad dose in a 4-hour di2lysis peried.
DOSAGE AND ADMINISTRAFION
Aduits (17 years of age and over)
For patients with mederate lo modarately savere cnmmc pam not aquining rapid
ansal of ] effect, tha ility of wamadp! hy hioride tablats can be
impraved by inibating thampy with a litrakian regimen. “The total daily dose may be
ncreasad by 50 mp as toleratad every 3 days % reach 200 mg/day (50 mg g..d.).
Atter tlration. tramadol hydrochioride lablals 5&to 100 mp can be adminisléred
as naadad for pain relief avery 4 to 6 hours no! to exceed 400 mg/day.

For the subset af patients for whem rapid onsat al anaigesic effect is mquired and

Tor whom the benafits h the risk of tan dus to adverss guants

assaciated with higher initai doses. tramadol hydrechiosids @hiets 50 mg t 100

mg can be admingtand 25 needed far pain reliel every four to six hours, Aol B

wxcaed 450 my par day.

Indlvidualiration af Dose

Good pain management practice dictates that the doss be individvalized accomding

to patien! need using the lowest baneficial dose. Studies with tramada} in adulls

have shawn that starlingal tha lowest passinle dose and titrating upward will rasull

in fowsr discominuations and incréased tolarability.

= inall patients with craatining clearance ‘ess than 30 rk/min, il is mcommencdad
that bhg dosing intarval of tramadal be incraased 0 12 hours, with a maximum
daity dnse of 200 mq. Since anfy 7% of an administered dose is ramoved by

diatysiy pallens can recaive thair mgular dose on the day of dilysis,

include some evants thal may have basn dus o underlying disaass or
madication. The sverall incidance rales of adverse axpariences in these trials wera
similar for lramadat and tha active control groups, acetaminophan 300 mg with
codaing phosphate 30 mg, and aspinin 325 my with codeina phosphata 30 my,
howsver, the rates of withdrawals dus to adverse svenis appeared to be higher in
Ihe lramadal groups.

« The racommended dasa lor adult patients wilh clrrhoslg is 50 mg every
12 hours.

In general, dose seieclion for an aiderly paliznt aver B4 years ald shoutd ba
rautious, usually starting at the ‘ow end of the dosing ranga, reflecting the
preatar fraquancy of decreassd hepatic, renal or cardiac Junction and of

.

) Tabla ¥ concomitam gisaase or othar drug therapy. For elderly patients ovar 75 years
¢ of ! : for Trai p":m Hydrochioride Tablats old, wial dose should ot excoed 300 mw’dw
in Chranlc Trials ul Nonmalignant Pain {N = 427) HOW SUPPLIED
Tramadal Hydrechloride Tablets, 50 mg. are availabie as whits, Bim-coated,
Up 16 7 Days lip ta 30 Bays Up to 30 Days oval-shaped tblets, debossad 33* on one sida and debossed “58" an
Rizziness/Vartipo 2% 3% 3% the athar side. Thay are available in battles of 100 and 150D,
gws?a y gﬁ ggz 12% $lgre at contrplied room temparalure betwesn 15* end 30°C (59° and B6°F) [see USP).
Henaanme o 6% s Dispansa in a tight, fight-rasistanl contzinar 25 defined n the USP, with 3 hild-
Somnoience 16% 23% 25%, resistant closum {as raquired).
Vomiting % 13% 1% Manufactured By:
Frumtus. . B 10% 1 TEVA PHARMAGEUTICAL IND, LTD.
CNS Stimulaven % 1% 14% Jarusaiam, 91010 Isre!
Asthania 6% % 1% ' '
Swaaling_ 6% % I% Manufactured For:
Dyspopsia 5% % 13% TEVA PHARMACEUTICALS USA,
Dry Mouth 5% % 0% Sallersvilla, PA 18960
Diarrhea 5% 6% 10%
= - - — Rev. L 62002
'CNS " sa anxiety, agitation, tremor,

spasticity, eupharia, emotional \amllly and halluc[nal\uns
Incidence 1% fo lass than 5%, possibly causaly related” the fallowing hsts advarse
reactions thal occurred with an incidence ol 1% to lass Ihan 5% in clinical Inals,
and fer which the pessibility of 3 causal relationship with tramadol axisis.
Gody a9 2 Whole: Malaise.
Candigvascular: Vasedilalian.
Caniral Henyous Systern: Anxialy, Confusien, Coardinalion dislurbance, Euphonia,
jasis, Narvausness, Slesp disorder.
strolnteslinal: Abdominal pain, Anoraxia, Flatulance.
sculogkelalal: Hypertania,
cln: Rash.
cial Senses: Visual disturbance,
‘aganilal: Menopausal symploms, Unnary [requency, Uinary retention.
Incidenca fess than 1%, possibly causally redaled; the follgwing lists advarse reac-
ligns that eccurred with an incidancs of less than 1% in clinical Irels andior raporied
in past-markating exparianice.
Bedy as a Whele:  Accidental injury, Allergic reaction, Anaphylaxis, Death, Sukcidal
tendancy, Weight loss, Samtonin syndrome (menzl statws change, hypermflexia,
fever, shivedng, lremar, agitation, diapharesis, seizures and coma).
c U i ypotensicn, Syncopa, Tachycarcia.
Central Nonrous Systam: Abnormal gait, Amnesiz, Cognitive dysfuncticn,
Dap . Ditficulty in ¢ \, Haliucinatiars, Pamsthasta, Seimure (sea
WARH!NES} Tremar.

HRasglralgry: Oyspnza.

Bkis: Slavens-Johnson syndroma/Toxic epidanmal necrotysis, Urlicania, Vesicles.
Special Sanses: Dysgeusia

Urogenital: Oysuria. Menstrual disorder.

Other adversa expariancss, Causal relztionship unknowr: A varisty al othar
adversd avents warg repariad infrequemtly In patients taking tramadal during diinical
lrials and/ar reposted in post-markating expariance. A causal relationship beweer
ramadal and these events has not bean gemrmined, Howavar, tha most signifiant
evers are listed below as alarting information to Ihe physician.

Myocardial ischemia,

Candi ECG, ion, Hypot
Palpilatians, Pulmanary rdama, Pulmonary ambolism.
Cenlral Nervaua Sysiem: Migraine, Spasch disorders.
Gastrglndestinad: Gastraimesbaal hiseding, Hepatitis, Slomalitis, Liver faiiure.
Laboratory Aboormaities Creatinine increase, Elmvalad fivar anzymes, Hemoglobin
decreasa, Prowinuria.

Sensary: Cataracts, Deafmess, Tinnilus.

DAUG ABUSE AND DEPENDENCE

Tramadel may induce psychic and physical dependsnce ol the marghinz-lypa
{p-opiaid}. {Sea WARNINGS.] Dependence and ahuss, including drug-seeking
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Usual Dogage: See package Insert for full prescrising
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